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DECLARATION UNDER 37 C.F.R. S 1.132 

I, CORNELIS MARIUS TIMMERS, of Boterbloem 26, 5351 MV, Berghem, 

The Netherlands, declare as follows: 



I. BACKGROUND 

1. I am a named co-inventor of U.S. application Serial No. 10/540,336 ("the '336 

application") filed January 10, 2006. 

2. I received my PhD degree in 1997 from Leiden University, The Netherlands. 
Since 1997, 1 have worked for Organon as (senior) research scientist. I am currently 
Organon's senior director Lead Optimization. In that position, I am responsible for 
providing medicinal chemistry support to various project teams in Lead Optimization. 

3. I have reviewed and understood the specification and claims of U.S. patent 
application Serial No. 10/540,336 entitled "Tetrahydroquinoline Deri\.'atives", 
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H. TETRAHYDROQlflNOLINE DERIVATIVES OF TO THE PRESENT 
APPLICATION 

4. I have carefully reviewed the examples in the application describing the 
preparation of tetrahydroquinoline derivatives. 

5. I have carefully reviewed the method of determining CHO-FSH 
bioactivity as described in the specification of the present application and as set forth in 
Example 51 of the specification. 

6. The attached table accurately reflects the chemical structure of each of the 
50 examples and the bioactivity for each of these examples as obtained at the time the 
present application was filed. The term "FSH_AGOCHO EC50" in the table reflects the 
EC50 value for agonist activity of the particular compound with respect to the FSH 
receptor which is expressed in CHO cells for the assay described in Example 5 1 of the 
specification. The term "FSH„ANTCHO EC50" in. the table reflects the EC50 value for 
antagonist activity of the particular compound with respect to the FSH receptor which is 
expressed in CHO cells for the assay described in Example 51 of the specification. 

7. An EC50 value of less than l.OOE-5 for FSH__AGOCH indicates that the 
particular compound in the table is considered to have agonist activity. An EC50 value 
of less than l.OOE-5 for FSH_ANTCHO indicates that the particular compound in the 
table is considered to have antagonist activity. Some compounds in the table have an 
EC50 value of less than I .OOE-5 for both FSH_AGOCHO and for FSH_ANTCHO and 
these compounds are consider^ to have both agonist activity and antagonist activity at 
different concentrations of the particular compound. 
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III. CONCLUSION 

8. In summary, the attached table provides both structural iiiformatioa and 

bioactivity data for each of the compounds of examples i to 50 of the present application. 
These compounds are exemplary for the class of compouiKis described by formula 1 as ia 
the pre^nt apphcation and show either agonist activity, antagonist activity^ or both with 
respect to the FSH receptor ac(x>rding to the assay described. 

9. I declare that ail statements made herein are true, and that ali statements 
made herein on information and belief are believed to be tme, and that all statements are 
made with the knowledge that willftil false statements and the like so made are 
punishable by fine or imprisonment or both under Section 1001 of Title 18 of the United 
States Code, and that any willful false statement may jeopardize the validity of any 
United States Patent that would issued from the '535 application. 



h'iW IcaE Signed: - .. ' " 
rj- y ,■ V ■■■■■■ — ' 

Comelis Marius Timmers 
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